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not teach immobilizing either the probe or the sample nucleic acid. However, probe 
immobilization in methods of gene analysis was well known in the art at the time the claimed 
invention was made as taught by Dramanac. Specifically, Dramanac teach a method of gene 
analysis comprising immobilizing the probe nucleic acid; adding the sample nucleic acid; 
promoting hybridization and detecting hybridization (Column 2, lines 44-52) and they teach the 
advantages of immobilizing the probes as claimed i.e. solves the problems of time required for 
identifying and sequencing by permitting simultaneous analysis of large sets of samples. It 
would have been obvious to one of ordinary skill in the art at the time the claimed invention 
was made to modify the solution hybridization of Guagliardi et al. with the array-immobilized 
probes for array-based hybridization and gene analysis for the expected benefits of economy of 
time and labor i.e. eliminates multiple hybridization assays by permitting analysis of 
thousands of samples simultaneously as taught by Dramanac (Column 2, lines 15-26). 
Additionally, it would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to detection of Dramanac wherein labeled probes are scored and 
normalized to accurately analyzed hybridization by adding the double-stranded DNA binding 
protein which promotes hybridization based on strict homology as taught by Guagliardi et al. to 
thereby reduce the time of hybridization and enhance specificity of hybridization by hybridizing 
at higher temperatures for the expected benefit of increasing speed and accuracy of gene 
analysis as taught by Guagliardi et al. (page 847, right column, lines 3-14). 

Regarding Claim 2, Guagliardi et al. teach the method wherein the sample nucleic acid 
is DNA (page 843, Fig. 1) and Dramanac teaches the sample nucleic acid is DNA (Column 2, 
lines 15-27). 

Regarding Claim 3, Guagliardi et al. teach the method wherein the a double- stranded 
DNA-binding protein is derived from a hyperthermophilic bacterium (page 843, right column, 
third full paragraph) . 
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Regarding Claim 4, Guagliardi et al. teach the method wherein the a double-stranded 
DNA-binding protein is derived from an archaebacterium (page 841, right column, first full 
paragraph). 

Regarding Claim 5, Guagliardi et al. teach the method wherein the a double-stranded 
DNA-binding protein is derived from a bacterium belonging to the genus Sulfolubus (page 84 1 , 
right column, first full paragraph). 

Regarding Claim 6, Guagliardi et al. teach the method wherein the a double-stranded 
DNA-binding protein is derived from Sulfolubus solfataricus (page 841, right column, first full 
paragraph). 

Regarding Claim 7, Guagliardi et al. teach the method wherein the a double-stranded 
DNA-binding protein is the Sso7d protein derived from Sulfolubus solfataricus (page 84 1 , right 
column, first full paragraph). 

Regarding Claim 8, Guagliardi et al. teach the sequence of the Sso7d is known (page 
841, right column, lines 9-18) and SwissProt specifically teaches the sequence accession No. 
059631; P39476; and P81550) (Claim 8). 

Regarding Claim 9, Guagliardi et al. teach the method wherein the sample nucleic acids 
are labeled (page 844, Fig. 2a, page 845, Fig. 3b and page 846, Fig 5). 

Regarding Claim 10, Guagliardi et al. teach the method wherein the amount of target 
sequence is analyzed i.e. the intensity of the labeled nucleic acids bound and unbound to the 
DNA-binding proteins is analyzed to determine the amount of nucleic acids bound (% annealed 
product) (page 844, Fig. 2b and page 845, Fig. 3a & Fig. 4a). 

Regarding Claim 11, Guagliardi et al. teach the method wherein the detection of 
hybridization is performed by using a plurality of probe nucleic acids and detecting the 
polymorphism in the target sequence by comparing the hybridization signal obtained from the 
hybridization (page 844, right column, first paragraph and page 845, Fig. 4) and wherein the 
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intensity of each hybridization signal is obtained and compared (page 845, Fig. 4, and page 
842, Fig. 1). 

Regarding Claim 12, Guagliardi et al. teach the method wherein the detection of 
hybridization is performed using a plurality of probes and detecting nucleotide sequence by 
comparing the hybridization signal (page 844, right column, first paragraph and page 845, Fig. 
4) and wherein the intensity of each hybridization signal is obtained and compared (page 845, 
Fig. 4, and page 842, Fig. 1). 



6. Claim 13 is rejected under 35 U.S.C. 103(a) as being unpatentable over Guagliardi et al. 
(M. Mol. Bio. 1997, 267: 841-848) in view of Stratagene (catalog, 1988, page 39). 

Regarding Claim 13, Guagliardi et al. teach the claimed reagents for detecting 
hybridization between a probe nucleic acid and a sample nucleic acid comprising: a target 
sequence complementary to the probe nucleic acid and a double-stranded DNA-binding protein 
which functions to stabilize complementary double-stranded DNA (page 482, Fig. 1) but they 
do not teach the reagents combined into a kit. Stratagene catalog teaches a motivation to 
combine reagents into kit format (page 39). It would have been prima facie obvious to one 
having ordinary skill in the art at the time the invention was made to combine the method of 
Guagliardi et al. into a kit format as discussed by Stratagene catalog since the Stratagene 
catalog teaches a motivation for combining reagents of use in an assay into a kit, "Each kit 
provides two services: 1) a variety of different reagents have been assembled and pre-mixed 
specifically for a defined set of experiments. 2) The other service provided in a kit is quality 
control" (page 39, column 1). 

Response to Arguments 

7. Applicant's arguments regarding the previous rejection over Wagner et al. have been 
considered but are moot in view of the amendments, withdrawn rejections and new grounds for 
rejection. 
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The Declaration under 37 CFR 1.132 filed 12 June 2001 is insufficient to overcome the 
rejection of claims 1-13 because the showing is not commensurate in scope with the claims as 
set forth in the last Office action because it refer(s) only to the system described in the above 
referenced application and not to the individual claims of the application. The claims are 
drawn to a method of gene analysis comprising immobilizing either the probe or sample nucleic 
acid; hybridizing probe to sample nucleic acid; promoting hybridization; and detecting 
hybridization. While the Declaration illustrates comparing hybridization signals between 
perfect match and mismatch hybrids in the presence or absence of Sso7d, the Declaration does 
not illustrate the claimed method of gene analysis. Thus, there is no showing that the objective 
evidence of nonobviousness is commensurate in scope with the claims. See MPEP § 716. 



8. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant 
is reminded of the extension of time policy as set forth in 37 CFR 1. 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



Conclusion 

9. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to BJ Forman whose telephone number is (703) 306-5878. The examiner can normally be 
reached on 6:45 TO 4:15. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Gaiy 
Jones can be reached on (703) 308-1152. The fax phone numbers for the organization where this 
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application or proceeding is assigned are (703) 308-4242 for regular communications and (703) 308-8724 
for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to the receptionist whose telephone number is (703) 308-0196. 




BJ Forman, Ph.D. 
August 3, 2001 
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